General procedure for the synthesis of substituted 5-Bromo-1H-indole (8a-c):
To the solution of 5-bromo-1H-indole (1 equiv.) in dry THF, sodium hydride (NaH, 1.5 equiv.
60% dispersion in mineral oil) was added portion wise at 0 °C and the reaction mixture was stirred at room temperature. After 30 minutes methyl iodide/ethyl bromide/tertbutyldimethylsilyl chloride (1.2 equiv.) were added at 0 °C, afterwards the reaction mixture was allowed to warm to room temperature for 3 h. Then ice cold water was added carefully and the aqueous phase was extracted using CH 2 Cl 2 . The combined organic layers were washed with H 2 O and saturated brine solution. Then the combined organic layer was dried over Na 2 SO 4 and concentrated under reduced pressure. Then the obtained residue was purified by column chromatography over silica gel to give pure compounds 8a-c using ethyl acetate and petroleum ether as an eluent.
General reaction procedure for the synthesis of substituted (1H-Indol-5-yl)(3,4,5-
trimethoxyphenyl)methanol derivatives (9a-c):
To a stirred solution of compounds 8a-c (1 equiv.) in dry THF was added n-BuLi (1.2 equiv., 1.6 M in hexane) at -78 o C under argon atmosphere and stirred for 1 h. Then 3,4,5-trimethoxybenzaldehyde (1 equiv.) was slowly added to the reaction mixture and allowing the reaction mixture slowly to reach the room temperature and stirred for 4 h.
Then reaction mixture was poured into ice-cold water and extracted with CH 2 Cl 2, washed with water and saturated brine solution. Then the combined organic layer was dried over Na 2 SO 4 and concentrated under reduced pressure. Then the obtained residue was purified by column chromatography over silica gel to give pure compounds 9a-c using ethyl acetate and petroleum ether as an eluent. To a stirred solution of compounds 9a-c (1 equiv.) in DMSO was added IBX (2 equiv.) at 0 o C and stirred for 3 h at room temperature. The reaction mixture was poured into icewater and extracted with CH 2 Cl 2, washed with water and saturated brine solution. Then the combined organic layer was dried over Na 2 SO 4 and concentrated under reduced pressure. Then the obtained residue was purified by column chromatography over silica gel to get pure compounds 10a-c using ethyl acetate and petroleum ether as an eluent.
(1H-Indol-5-yl) ( To a stirred solution of aldehydes 11a-c (1 equiv.) in ethanol was added minimum amount of water dissolved sodiummetabisulphite (1.5 equiv.) at 0 o C and stirred for 10 min. Then to this reaction mixture substituted benzene-1,2-diamine (1equiv.) were added and reaction mixture was stirred at 80 o C for 2 h. After the completion of the reaction by monitoring TLC, reaction mixture cooled to room temperature and ice-cold water was added, the resulted precipitate was filtered and washed with water, dried under vacuum to give the crude compounds. The obtained residue was purified by column chromatography over silica gel to get pure compounds 4-6(a-i) using ethyl acetate and petroleum ether as an eluent. 
Biology

Anti-cancer activity
The Anticancer activity of the compounds was determined using MTT assay 1 
Tubulin polymerization assay
A fluorescence based in vitro tubulin polymerization assay was performed according to the manufacturer's protocol (BK011, Cytoskeleton, Inc.). Briefly, the reaction mixture in a total volume of 10 µL contained PEM buffer, GTP (1 µM) in the presence or absence of test compounds (final concentration of 3 µM). Tubulin polymerization was followed by a time dependent increase in fluorescence due to the incorporation of a fluorescence reporter into microtubules as polymerization proceeds. Fluorescence emission at 420 nm (excitation wavelength is 360 nm) was measured by using a Varioscan multimode plate reader (Thermo scientific Inc.). Nocodazole was used as reference compound. The IC50 value was defined as the drug concentration required inhibiting 50% of tubulin assembly compared to control. The reaction mixture for these experiments include: tubulin (3 mg/ml) in PEM buffer, GTP (1 µM), in the presence or absence of test compounds at varying concentrations. Polymerization was monitored by increase in the fluorescence as mentioned above at 37 °C. [3] [4] Immunohistochemistry DU-145 cells were seeded on glass cover slips, incubated for 48 h in the presence or absence of test compounds (5g and 6f) at 0.5 µM concentration. Following the termination of incubation, cells were fixed with 3% paraformaldehyde, 0.02% glutaraldehyde in PBS and permeabilized by dipping the cells in 100% methanol followed by overnight incubation in 4 °C. Later, cover slips were blocked with 1% BSA in phosphate buffered saline for 1 h followed by incubation with a primary anti tubulin (mouse monoclonal) antibody and FITC conjugated secondary mouse anti IgG antibody. Photographs were taken using the fluorescence microscope, equipped with FITC settings and the pictures were analyzed for the integrity of microtubule network. [3] [4] .
Hoechst staining
DU-145 cells were seeded at a density of 10,000 cells over 18 mm cover slips and incubated for 24 h. After incubation, cells were treated with the compounds 5g and 6f at 0.5 μM concentration for 48 h. Hoechst 33258 (Sigma Aldrich) was added to the cells at a concentration of 0.5 mg/mL and incubated for 30 min at 37 °C. Later, the cells were washed with phosphate buffered saline (PBS). Cells from each cover slip were captured from randomly selected fields under fluorescent microscope (Olympus microscope) to qualitatively determine the proportion of viable and apoptotic cells based on their relative fluorescence and nuclear fragmentation. 5 
Measurement of mitochondrial membrane potential (∆Ψm)
DU-145 (1×10 6 cells/well) cells were cultured in six well plates. After plating, cells were treated with compounds 5g and 6f at 0.5 and 1 µM concentrations for 48 h. After 48 h of treatment, cells were collected by trypsinization and washed with PBS followed by resuspending in JC-1 (5,5,6,6-tetrachloro-1,1,3,3-tetraethylbenzimidazolocarbocyanine iodide-5µg/mL) and incubated at 37 0 C for 15 min. Cells were rinsed three times with medium and suspended in pre warmed medium. The cells were then subjected to flow cytometric analysis on a flow cytometer (Becton Dickinson) in the FL1, FL2 channel to detect mitochondrial potential. 6 Annexin V-FITC assay for apoptosis DU-145 (1×10 6 ) cells were seeded in six-well plates and allowed to grow overnight. The medium was then replaced with complete medium containing compounds 5g and 6f at 0.5 and 1 µM concentrations for 48 h. After 48 h of drug treatment, cells from the supernatant and adherent monolayer cells were harvested by trypsinization, washed with PBS at 5000 rpm. Then the cells were stained with Annexin VFITC and propidium iodide using the Annexin-V-FITC apoptosis detection kit (Sigma aldrich). Then the samples were analyzed by flowcytometry as described earlier. 7 
ROS generation
The production of ROS (reactive oxygen species) was measured by flow cytometry using DCFDA (2',7'-dichlorofluorescindiacetate) as previously described. 8 In this study, DU-145 cells were treated with compounds 5g and 6f at 0. 
